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I. Basis of the report 

1 This reoort has been drawn on the basis of (substitute sheets which have been furnished to the receiving Office in 
• respZse to an lv7aL under Article 14 are referred to in this report as 'original filed" and are not annexed to 

the report since they do not contain amendments.): 

Description, pages: 



1-37 



as originally filed 



Claims, No. 

1-22 



as originally filed 



Drawings, sheets: 

1/1 0-1 0/1 0 as originally filed 



2. The amendments have resulted in the cancellation of: 

□ the description, pages: 

□ the claims, Nos.: 

□ the drawings, sheets: 



3. 



□ This report has been established as if (some of) the amendments had not been made, since they have been 
considered to go beyond the disclosure as filed (Rule 70.2(c)): 



4. Additional observations, if necessary: 



III. Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 

The questions whether the claimed invention appears to be novel, to involve an inventive step (to be non-obvious), 
or to be industrially applicable have not been examined in respect of: 

□ the entire international application. 

B claims Nos. 1 -22 with respect to industrial applicability. 

because: 
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H the said international application, or the said claims Nos. relate to the following subject matter which does 
not require an international preliminary examination (specify): 

see separate sheet 

□ the description, claims or drawings (indicate particular elements beloW) or said claims Nos. are so unclear 
that no meaningful opinion could be formed (specify): 



□ the claims, or said claims Nos. are so inadequately supported by the description that no meaningful opinion 
could be formed. 

□ no international search report has been established for the said claims Nos. . 



V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial 
applicability; citations and explanations supporting such statement 



1. Statement 
Novelty (N) 

Inventive step (IS) 



Yes: 


Claims 


1-22 


No: 


Claims 


None 


Yes: 


Claims 


None 


No: 


Claims 


1-22 


Yes: 


Claims 


1-22 (see separate sheet) 


No: 


Claims 





2. Citations and explanations 
see separate sheet 



VII. Certain defects in the international application 

The following defects in the form or contents of the international application have been noted: 
see separate sheet 
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Re Item HI 

Non-establishment of opinion with regard to novelty, inventive step and 
industrial applicability 

Claims 1-22 relate to subject-matter considered by this Authority to be covered by the 
provisions of Rule 67.1(iv) PCT. Consequently, no opinion will be formulated with 
respect to the industrial applicability of the subject-matter of these claims (Article 
34(4)(a)(i) PCT). 



Re Item V 

Reasoned statement under Rule 66.2(a)(ii) with regard to novelty, inventive step 
or industrial applicability; citations and explanations supporting such statement 

Reference is made to the following documents: 

D1: Journal of Cell Science, vol. 107, 1994, 1137-1157 
D2: Proc. Natl. Acad. Sci., USA, vol. 93, 1996, 1 1831 - 1 1836 
D3: US5036006 
D4: US5697901 

1. The claims of the present application do not meet the requirement of Art. 33(3), PCT 
with regard to inventive step. 

1 .1 D1 represents the closest prior art and discloses the pivotal role of TGF-Beta1 in 
wound healing. The document discloses that addition of a neutralizing antibody to TGF- 
Beta1,2 reduces scar formation after cutaneous injury. Early application of antibody 
achieved good results, whereby the effects are stated as probably being due to 
reduction in level of TGF-Beta at the wound site. See page 1 150, paragraph 3 - page 
1155, paragraph 1. 

The subject matter of claims 1, 14-17,21,22 differs from D1 in that an NAB1 or NAB2 
polypeptide or encoding nucleic acid is a technical feature of each of these claims. 
The problem to be solved is to provide alternative means of treating cell proliferative 
disorders associated with wound healing. 
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D2 discloses the effects of Egr-1 on induction of TGFBetal in fibrosarcoma cells, and 
that addition of TGF-Beta1 is strongly growth-suppressive for the cells. Add.t.on of ant.- 
TGF-beta1 antibody is shown to reverse the Egr-1 mediated growth inhibitory effects on 
the fibrosarcoma cells. See page 1 1 831 , abstract. It is concluded that Egr-1 suppresses 
growth of the cells via induction of TGF-Beta1 . Additionally, mention is made on page 
1 1 834 paragraph 3 - page 1 1 835, paragraph 1 , that the presence of the Egr-1 
corepressors NAB1 and NAB2 may be reducing the activation of TGF-Beta by Egr-1 in 
the cells being studied. To test this, transaction of a TGF-Beta1 reporter constuct by 
Egr-1 mutants unable to interact with NAB1 and NAB2 was studied. Higher levels of 
transactivation were achieved in such a study (see figure 5 on page 1 1835), from wh.ch 
the skilled person would conclude that NAB1 and NAB2 have a repressing effect on 
TGF-Beta 1 activity via interaction with Egr-1. 

Aware from D1 that suppression of the effects of TGF-Beta 1 by antibody (ie repression 
of TGF-Beta1 by a method other than that of the present application) can have 
beneficial effects in improving wound healing via mechanisms including decreasing 
macrophage and monocyte numbers at the wound site (D1, above passages), and 
aware from D2 that NAB1 / NAB2 can repress TGF-Beta1 via Egr-1 , the skilled person, 
seeking to solve the above-mentioned problem, would seek to achieve desirable down 
regulation of TGF betal in wound healing by methods other than that of D1 , mclud.ng, 
in light of D2, by the use of an NAB1 or NAB2. The use of NAB1 or NAB2 for the 
treatment of cell proliferative disorders associated with wound healing would thus be 
arrived at by the skilled person without exercising inventive skill. Since it is add.t.onally 
of common knowledge to the skilled person that the in vivo effects of a polypept.de may 
be expected to be achieved by the in vivo delivery of a nucleic acid encoding such, the 
subject matter of claim 1 would be arrived at by the skilled person without exerc.s.ng 
inventive skill, and the claim lacks inventive step. 

The subject matter of independent claims 14, 15, 16, 17, 21 and 22 is also not inventive 
for the reasons given for claim 1 . 

1 2 The additional features of dependent claims 2-13 and 18-20 amount to those of 
common practise in the art and the claims are not inventive. In particular, those 
features of claims 8-1 1 relating to physical methods of nucleic acid delivery are 
disclosed in D3 (particle bombardment, see column 6, line 49 - column 8, line 68) and 
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D4 (microseeding, see column 2, line 66 - column 5, line 20). 

2. For the assessment of the present claims 1-22 on the question whether they are 
industrially applicable, no unified criteria exist in the PCT Contracting States. The 
patentability can also be dependent upon the formulation of the claims. The EPO, for 
example, does not recognize as industrially applicable the subject-matter of claims to 
the use of a compound in medical treatment, but may allow, however, claims to a 
known compound for first use in medical treatment and the use of such a compound for 
the manufacture of a medicament for a new medical treatment. 



Re Item VII 

Certain defects in the international application 

Contrary to the requirements of Rule 5.1(a)(ii) PCT, the relevant background art 
disclosed in the document D2 is not mentioned in the description, nor is this document 
identified therein. 
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